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A pharroaORuLical coriipi>Gicion ot oirtepva tloI « Tor ox'al 
cidrainj.ot"-7*Hl.iuri Xo described whi.ch r^onRiRl.."} <:s:Sf:)iL5 ally 

Hux*£acc active a^RnU, a filler, plmrnKieeaCically 
^>c70Cptable alkaline aciant and a bindi?.!:; iJnO 
(b) a inynv oL coating on nairi <:ux-o wljicli 

cc>iT4>TiRH« a iayct* of an «nh<=!ric7 t:<^iLiiiir4 anient. 
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OMEPMZOliE TORMUJ^^ 

BACKQROOKD OF TOE IMVENyiOK! 

The yrewent invantion relates to a stabie 
5 romiulation of oracpxXl^olc. it is wc>]l knowxi chaL 
omepr a %o 1 a i r r^n 0 1 r. i ve tn a n 7 d 1 o <:onrf-i ti cir»5i and a f" te.T 
. contact with an acid, cuneprazole- will degrade and will 
nor tunction in its inberx]^ rannRr, TjiitdalHy, 
alkaline materials ivere ad<J«?d to a wrf* of (>m<>prnt^t>l« 

10 and later an enteric c:(>atjrK| waia ^ippllud'OvcV tihc iis^l^ 
to pj«vtuit the c^prazole from contacting the acidic pll 
c?ojHlItibns~ o± the »tocnach, Hi^b ^^pproatrh 1h 
satisfactory it' him product ia aeJDuni:storcd within a 
©Tiorh t-iibo after it ic raanutactxJT^ed bijt i £ tbR pxinJuct 

15. is stored unr^Hr ambient coaditiona , tJxi acidic reoidue 
ot thi5 vijitcrio coating eippear^ to (l«<jradu the 
omeprazole before ifc is admi n-i«textid to a patient. I'o 
solve t,hl& prpblerii, the prior art h;)fl uftt^Ki a separate 
layer of a coating agent to coat a phIIhI. core which 

20 cx>ntaiixi^ omopra2o]e and an alkaline iDotorial which xc 
thercrtrtcr coated w^th tb« eatcrla coating. This 
toctoiqiie ie rIeHcribcd in U.S. 4,766,505. 

this dual layer coating Lcchniquo re<iuir©c the 
appiicHtioci of tWD ceparate Ciiiictioual coaLlfig 

P.S opera Llous which Sricreaatia the length of the 
rTvanafat^turinc{ procecQ and the cowt <)£ Mkj pxoduuL. Ti\e 
app3ic:3iitff have curpri singly dx^cfovoretl a co^^ting 
Ryutctrt which avoidH the fit^od to use a coating layer t© 
separate the otnepx^asfolo core from the enteric tTf>atiiig 

30 layer in an OBieprazole dowage Ft^rrn. The HepaixiI.e 
(^oatlIig syctem ift IviRed on Lhe combined use of an 
p.Titerac coating agent vbich ^a app] IkcI I.o eox-et/ of 
omepraz.ole a« a ^aspen.'^ion in an j?nitablH Halvant. 



1 
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tlie preyent invenlio" provider a hoyel doft.iq^i fom ol 
oiacprazoie nhich consists essentially of: 
5 <a) a compressed tablet coxc jaado from ci granulation 
cotciprising a thcrapoutic^illy efffti^l.iv** amoont of 
uni»pr^'i:olBf a :$iu*fa(:e acl.ive agenl.^ a filler, a 
phariDaceuClcaJly acceptable alkaline agent and «i T>inOer7 
and 

io {h) a r>inqlD layer of coating on said cor-e whicTi wmpria^s 
a layer of cin 8i>Ler'U: cwil.inc^ agent. 

Accordingly/ it is a primary object of this InvHni.iofi 
to provide a pharmaceutical dosago formu]at.tr>n oT 
okkeprazolo which is stable upon prolon^iid i>l.c)r«iqe, 

?b :>l.al)i« when adnilni stored to a patient axui j« r:r»pable of 
providinq the desired thcrapbutic effect. 

It lb a}i>o an object of Uiis invention to provide a 
[)liarn!a<Tftntical dosage ioria of oibcprazolc whlfih if> 
bioeqaivalent to dosage fprrne of oiriepra/xil e VfhDch have etn 

9,0 ihtorjrtcdiate layer of an inert coaling material. 

ri i$ ^IfTo an obnect of this invcihtiori t:n provide a 
stable doeaqi? fnj^m of imftprnzolft which Hvjy l>e prodvceU 
without the need to providn i^n IjitemtHcHa te coating Jayer 
that separates the owepra^'ol e <:<>ni^< i oinij core from the 

2f5 enteric coaLij^g Iriyftj-. 

In a broad aspect i then, Lhe present invention relates 
to a stable pharmaceutical dosage forraulation lor oral 
a drai ni titration consisting essentially of: {*\) ci tahl^.tr.Hit 
core consi.stinfj e^^HnUa)1y of S to 10 v/«ighl percent based 

30 on the total v«>ight of the core of omeprazole^, 0,1 lo S 
wftight percent based on the total weight of the core of a 
2>urry<.:H active aorcnt, 2b to 50 weight percent based on tJj« , 
total weight of l-he wr«% of a filler, D,1 lo 30 weight 
l>ercent based on the ColM weight of th« core ol a binder 

35 and ^0 to 60 weight p^irccnt based on tlwi totol weight oT 
the core of a pharfaaceuticel ly acx;eplable alkaline agent, 
wherein the alkalin«% a^ifint is tiiel^in.Kd Troin the group 
consisting ot lysi.ne and argi.nS.ne; arid (b) a coating layer 

^0 2 
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:^V)rfoundij)g the coro that consists of ah cnttiric; <:<>aLiiUj 
aqp.jit, 10 to 50 weight percent based on the total wciqht of 
the coalinq layftr of cin inert proncfs/^ing j^d ftjvi 0 u> 
weight percent based on the toleil wttight of the coating 
b layer of a plastic! zor u'her&in the coaling layer is applied 
directly to the oniepra2ole mmtaining corc^ without a 
8eiH*rating layer between the OTnepra?.ole contPAning core ana 
coaLJhtj layer*. 

In anothec broad iirjjpect, Chen, tho pr^sftnt invtefttioti 

10 relates ""to a method for preparing a stabii^ oryl 
pharmaceiit i cal dosage formnlation t^hich coiisists 
«>K6i>ntiaIly oi : |a) fomlng a tablot ci^ro cooxsisting 
e;s.'i«ntially oi to 70 weight percent based on the total 
might: pf'^tbe core of oweprazole, 0.1 to 10 weight, percent 

is hoAfHl on Ike total weight of the core ol a binder, '^,tf Lo So. 
weight i>e,(:cent . based on the Lotal welqht of t.he troi*« of a 
filler^ 0-1 to b weight percent based on the total v/eight 
perf-:^t of the core of ri surface active agent and 2D-fiO 
woight percent leaned on the total velqht of the oore of an 

2t\ alkaline agent vrti^rein the alkaline agent seiletrted from 
the gcuiip consisting of lysino and arginine; ar»d (b) 
applying a coating layHr to the tablet core that «nrroxiri<l;i 
the. tablet^ core and r-t>rislsts of an enteric coating agent, 
10 to 50 weight percent ba$ed on the total weight of th« 

2*> coating layer of an inert processing aid and 0 to 40 weight 
percent ba^ed on the total u-t^.iyht of the coating layer ot 
H plastic! zex wV)H rein the coating layer HppMeri directly 
lo the oiaepraT'.oie <:c>nr.aining tablet core without » 
sepBxating layer betvw^eeu the omeprazole containing tablet 

30 core and Coating Jailer. 

The c>l>jects and essence of the invention will bccbiae 
apparent from a review of the a|>pendGd specification* 

DETAILED DESCRIPTION OF. THK INVENTION 

The onieprazule formulation of tJie inverU^bn i» 
preferably based on a coiriprenr>ed tablet core formed from a 
grahulalUiri which comprises oraepra:&ole, a wueface active 
agent/ a filler, an alkaline material and a binder. 
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prRlRT-jbly If) Lo 3ywt?r of. Djc gr7?rnjlation. 

The HiJxface active ai^ont mriy l*»c any 
pliwriiiaccutioally dct:(i£itiibie , iion- toxic? riurtacl.aut . 
5 SulLabJe KuifQce a<:livc' 3g«nl,u incl«do sodiom lauryi 
DiilfaLCr polyB«>rbate. 20, polysnrbaLe 40, polyL^ibvie.e 60, 
polyBorbuLe 00 the lika. 

The Rurfacc ^iclilvc: agenK inay be i)in:oont 3h a level 
of from 0.1 CO SwfA oix6 prRforobly 0.2U to 2-Owt^ i>3F3«d 

)0 on Che tol^l w.-igbl. ot the tjranul<*t»ou, 

Tlie alkalliie uwjl-evlal ic c.«>-l«JcCCi3 ^r<>Kl Uio grcxjp 
c:f)Tif5ist.-ir>9 <>£ Che Roiliara, pota:/3iuWr <:alc5lum* Biaijcioiiiiugi 
and ^Tuirtliiura ealLs of plkxiphorir- acjld; ciar1>uiiic ^r.itl, 
catrie acid and oiXJinirn«i>/nicign«»uiirt cci0^x>uiK3G crijch Ofl 

IS AljO^- 6M9O' L'Oi- \ 2n^O, (M<?ftMa {OH^.^CO,' 4 H^O ) / 

14^30* AiaOi* xsibj-nn^o where n i>j a wholcr integer ol 2 or 
rm-jiD. Tn addition Mic alksl i/JC: material may ):>r Hr:lccted 
*• from )yHLnc or artjinSne or from th« c^roup conn i rating of 
ant^JclcJ water ialu sixcM aw aluTO.iniira hydroxi<U>«, ralciuui 

20 hydroxides, magnesium hydroxide:^ and maqticaivMa <^xide. 
The alkaline a^Hnt Toay b<> prccenh at a level of ao to 
BOwL% bawed On the LotaJ ^?«i<iLt ot the gi-anul siLionj 
deperMJiiK/ on the relative ctrern^l.h of the alkalSiie 
matHx^ial. Tf Llio preferred arginiiie in eiciploycd, a l>2vcl 

2!> of froiTi 20 l:o <JOx^!k aad pretexably 30 ta 55wt^ baa<^ on 
the we-ighL of the yxonulat itm may be i-^aiployed. 

The binder iiiay be any phavmac<raticfil ly ac4xspt^ble, 
j)6n-toxic phai-maceuUloaHy acccptabli? blinder. Tin: bilker 
ia prcfer<ib]y a water colvihl« polymer of the ^••'^"P 

30 c<>ti:5iGting cif polyvinyl alcohol, pi^lyv InylpyrroHdone, 
iiv2thy5i:«llulor.er hydr6xypro!:)yl cellulose* hydTXJxyifnitJTy ! 
ce-HiilOt^c ^ind Vhc 13 ke. A v^atej: GOluble binder tb 
prxifcrreri which is applied from an nqiieous medjurh audh 
as water ;iU a lev«l uE trow 0.1 to lOwLV and pLx:ferabJy 

3S from 0-2'5 to 7.5wCV of binder haHt:d on the l.otal weir.)))L 
dE the graniilacion , 

.1 
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A tillei* ic used an a t)r;iiiu3iit:ion uvibstraLc. Su<:|drK 
f^uOb a» JiJct-ORe, <5extro5e, sucroiiu, roaUx>©«, or 
microcfxyfit^J Jinci ccjluiosn oix^ i:hft 15|<e luay be ut^j} ab 
fillcri; in chc ijr^nulation oomipooltloii. T)Mi filler may 
5 coTOpriee from 25 to SOwtV and preferably 2o to 40wt^- 

mQy bo <Jll3dl(;^tl wlkidi ix)vipr*i hhh 
corn starchy potato Btarcti, nroGcarmelODe r^iura, 
e^Odpovi(3ojK: and sodium Gtcijrch ijlycolaLc in uxi cflecLive 

10 ^iTOCii>nh, All «lIf«ctivo aitioujjt vhiuh may bo from 3 to 7wLV 
h»HHd. till Lhcj totol weight of the granulation. 

The ei^iteric coating ageoit niay coropriBe an acid 
xx^^iatin!'j material whicb r*»Ri^t» ruriti up i.<^ ri pH dT 
above about 5,0 or ))iylicr which Is celocted from the 

IS ofTovip ccineir.ting ol cfjllulor^Q acoLaLe phD^latc, 
hy<lroxypropyli1iK>Lhyl ceJJxaiose phth^lgti^, polyvinyl 
ac^t9L-«% pbUuilnte, carboxywGthylothyic£>lluJt>K«, KiKjrciqi 
I. (pi^ly fiucthacrylic acid, aeLhyinvethacryl^itt*) , 1:1 
raUo? MW (No. Av. i35, 000 - IJSP T;^^ A> or KmhciqU"^ s 

20 (polydnothacryiic acid, methyimethacxylatc, i:2 ratio 
(NO, Av. 13Ur000 - USr Type B) anrf TOxxturos thereof. 
Kor exampio Eudragit"* LlOD-55 is a t(lO% poiymor soiids 
pruiiact while the Eudragif* lirio-^s prtvjuct Is a 30SwA%V 
aqweouB diw^H^x^lon of the polymer. The enter-ic coating 

2^5 aji^eub ni£*y Also- include an inert priw:i»H»in5y aid iu axi 
auioimn from 10 to bOwtV and preferably ;!0 to 4.0wt% l>?i»erl 
on the total woij^lit of the acid re^siBting cotrtponent and 
the inert processing aid, 1*^ie Sri«rt prt^?n«Hiiuj oJdw 
include finwly divViled foxit^; of talc^ silicon dioxide^ 
inagju^flium Gtcorate etc. Typical fiolvents which may be 
xwcdi ' CO apply the acid ' 'res Sal I ng cwiixpnent- 5 ri«*rt 
pxo<::eH«i JKj ai*<i uvlxtnrc include isopropyl alci3hi>l, 
ad«U)jja, uicthyleno chloride axid the like. <3eneraiiy the 
acid xeBxetant cnmpoiMjut • inurt proou^jL^iiyj aid luixLux'^ 

35 will applied frixn a S to 3iO*(rt?.* oi: acid vpjfci siting 
oottiponcnt -inert processing aid mixture based on the 
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I.<)V;?) woii^ht of the Golvent and the acid resistant 
coaipiDncnt- Inert p?-oc«R«ing aid. 

The uftLeric coating may optionally cbinpriee a 
pla9ticizer . J5xti.tablf? plaHticii^rH inc3nd« arreLyl 
5 triethyl cit.ratca, dibuLyl phthalate, trilxttyl cicrate^ 
trieUhyl olLratc^ acetyl trib^ii-yl t:it.raLe, ptn)pYlcnQ 
glycol, txiacet.ln, ^xjlyothyleTie glycol and fjietbyi 
phthfllate- tiioount of plaeticisser nnix vary, buL will 

typically ba procent in thn aqtouuL of o to 40% w/v? haeed 
10 upon wci^t acid TBBi&t:\ng co«ipc«Kiiit of the coating* 
and m-ita jr>roferably aboui: 10-20% w/w based upon tbe 
Wc-iight of tlj& ric^d resisting corapoiient. , 
I-- llie g^-^nululilon is torraed by coatadting the 

alkaline nyunt, the omeprazole, the surface active. ag«ril: 
IS Hud the binder wli.h a medium which nuiy comprise any Jow 
^necoHity solvent «uch as water, iBopropyl aleohol, 
acetone, ethanol or the like. W>kui fluids ouch as wat^-.T- 
are eraploy^fd, this vnMl uwially require a wnli^hl: o£ 
fluid whic:!! is about thre^ Limes the tfeigbt of the dry 
20 coroponecihs of Che coating coii^sition. 
t..,.. After the granulation io formod ond dried, the 

<ri'anulatioTi is t.«2bletted and Uio tablets are directly 
K coated with the enter*! cr oo^iting agent. A color iiaipartiiig 

iigGUt may hR added to the enteric coating agent crv.\xtwr« 
. 2^ of a rapidly d>HHOlvlng se^I coat containing color may 

be coated over the enteric <x>at:ing agent layer provided 
that the floal ooat is copit^atible with and do^a not 
affect the diccoluticm of the enteric cbata/ig layor. 
^ The jfipldly dls30lvinq Seal coat may ca[PiF>riKe Opadry*" 

30 pink which comprises appicoaimately SlwtV hyc^roxy propyl. 
I* taethy)celliiloj?e (B-f>) r color and 9wt% iwlyv:Lhylcno 

i^lycol which iB applied ae a 8--aBVv>7/w i^olution in 
purified wuLer. in additioxi the color loay be p-vovided uAj 
^CJxxonviteric" vhlch is availcible from Crotnpton Ik 
'jtS Knowlua. Uhio product conta5nj3 vai.er. Laic, TiOj, 
triethyl citrate, propylene glycol, B>nith«hic rod iron 
oxide, potassium sorbate, xanthan gv^mr Bodlxroi citorutc 
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and synthetic yellow iron cocide. xf ^enirecl^ 
convent ioJK^l ^ixigar baoed i^Cal ccniLa luuy Ix* \iF:i=:d wliioh 
iSkiLali^ FDA ocfLlfied c^you . 

5 DBSCRiPTilON OF THE PREFHARED EMBCH5i>^t5 

EXAWLG 1 

Gxanulation . 

A granulation containing Kmfvprixrtoi^ \b f.ormed in 
fliiif? co^tKi: lining a l:t>p Hprsiy granulcJti^")!! fonpiivj 

10 mittpeneion c«>fit.ci? n > ng rBl<;ri>nLy,»tS omtipraxpltf, 5|;w/w of: 
the tota.1 amount c>£ L -aci^lnluo, polyviijyl pyrrol i douci, 
sodium l3u.vyl ertalfc^ne and pAjr^fi^rt wter vhlcb ip 
Hpxayed OuLO a mixture Of niicrociyctalline cclluloGO; 
9b%vr/w of the total acBOtuit oF, T/ wirgsnSue aixi Kc^r}iv1^ 

15 starch gly<:nlgKe- T)ju fomuilaciou for uKi5:in<) Lhc 
granulation has the fo5 ]ow i ng <?ortp>rjfii Lion : 

povJckiy)B, USP (PlaaciDna** K30) lOO.Og 

ix?di"ni wLArch i^lyoolate 3 00. Og 

20 soditua lauryl OTlfatPs, MP/UftP S.O.q 

j«irrr«-ryf^ta I Mne cellulose (Avicel" T'HIOI) 065:j.e«| 

T.-argJniiic, UKl'/KCC IDXO.Og 

c>a)C^razole, CJSEP (i»icroni?!etl) * 340*,0jil 

purified water, ^)^>^ llOO-Og 

25 ^ 95% of tbo parriclo-*; rucbibiK a particle 6l:£>e i>£ lec& th&n 15 ddtcrcaiB 

Tiio gi-oimlatioQ ia tabletted into tablet e 
containing 20ttti^ of orocprui^lc by rir:)t ialxln<] t]K> 
30 t>nmpxrHxoli2 ^raMloB g/ith Qlyceoryl raonof^tcaratc s 
oTocprazole granules lia.Og 
<.)lyccryl nio/«5«i:tioratc (FASTKAM**^ 60QP) S.og 

Table 1 1 -if >g l:oi>l»j 0.2812" 

35 hargert woii^hL : l'-24trtg/tab 

target hardneee : 'JKp 

LOD of grajiul^M : Iftse than 3V 
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Enteric coating, 

A)-j enteric coaLiii;^ w«ia ap^liud l.o prepare enlcriu* 
coated tabJet© as toliwc: 

{proparod ahtyvc) I24.0g 

hyclroxypropyl methylcelluioGe 

phth3l3te B5 H .7g 



Ir.alc: 

oocUyl tributyl citrate 2.^g 

15 acRhrme 148. Ocj 

renpropyl alcohol 14d.0g 

The liiol i:cl ctwii.Jng tudtiu^x idl£; were dissolved ih thd 

20 «t?«i.t)i^ and icopropyl alcohol and thie eolution wa*? 
ccvai.ticl onto the cfltieprazole tablets >J»ipg a p*%rfor-at«d 
pa)i» 

soal eoatt 

?,5 A Hnal eouU was ikpplied to the enteric craterf 

t;rihl»l.:a £ki? f ollof^s ; 

ISiiLwrio coated tablet 146. Og 

Opadry^ Tt [)inX 4.Sg 
3D VlaLcr 'IBO.Og 

Ttie eeal Copt wan applied oiiLu Lhu ciiLux'iu couLuxI 
c^ncprazole tablets UBirig a j>fti:fora1:i:i3 pan <x>al:<*r- 



<^a.mi 1 a bi on . 

A granulation containing oraepraviole ie formed jji 
fluid bed coater using a top wpray granulatibu fonn-iiig 
^0 HUBp^triHlo/i cot\taini)vj mioronized omeprazole, b.OO^fw/w at 
r.be total atttount uf L urginiiic, polyvluyl pycxolidoxie^ 
foly cor bate ftO and pux i i-'i«<l wat:c*r iNr}ij.i.*h i » wpT-ayed onto 
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a ituxtxire rA ndcro»::ryctallinc cclluio^ .niri 5>*j,0Vw/w of 
the l.ot«I <nn«)iJiit t>r T.-Hrginine, Hie tQTNXJliition for 
i»vik>ri9 tliiEi i^i"Hru>la1. ion >i/jh l.lic: £<>11owJxkj <:tMiQ?o»i ni on : 

uiy/LublciC 

t. povidone, UJLU* (elasdoac*^ K30J 5.8B 
polysOrfoate «0 (IVt^en'- ftO) 

L-srginine, UEJPypcC tiO.O 
i5TOepra^ole., UftP {wicroniy^ed)* 20,0 
micrtx;rys tailing i u lo^e (Aviecl^ PHI 02) . 5^ 
10 purified w^ter, irsp n/a 

' of- the. part.ialf*-T nxhjbj.C <t ^itlcle slzc of l<?sa tKin i»icfi>oi; 

•r^ift LVranulation is t<ib.leti.«d into lableio 
IS cufiUfcAiilmj ■ 20rftg of omept'^Tiol p. by fii-Bfc inlxin!3 the 
omeprazole granu3<?9 wLLh crocpoviclone XLr then wlhh 
ijlyceryi niono©te.ciryl-.<i: 

QTn«pr-ai«)lu iiiraiiulec H2.0uiy 
giyi:er*yL inonoKhearate (EA^Jlt-lAN^ 600P) CJ.aihg 
20 cro»p<)vidone XIj i6.2ni!:} 

TablKLLiiU^ tools: 0.281,??« 

target weSght ; 3 35irry/Lab 

target, hardness : 7Xp 

2S iiOO of gt-anulea ; leaa than 3% * 

Enteric coating. 

An KnUerlc ooatiiig viao applied fco prepare ei^l'-nrii* 



30 



omepr a ?io 1 e I*, f j bl g u s 

|prv[?fi fV!i3 above) 1 ."J *i . Owig 



L-udragit~ L30P-!>i> 14 . Omg 

color (ChroTOterric;) 7,Dujg 

1M WaOlI (pH adjuster to pJl 5. (>)qB nci 

40 Purified water qs ua 
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The. «<>1 e(>Ht.liK] lutnLcrials wore dii7E»excect in cbc 

tablets u»>Ti9 i^i pt*:!" f orated pan. 

S KXW4PIiE: 3 

Granulation. 

A granulation (Toutaiuing i^fioepraTOle ib Fojmccl in 
f Juicl berJ n(><^l.^sr uyi)V} a top epray cjrattulauion forming 
KUBpuji&ioii containing niicronizad OdCtepr^i^ole^ S,OVw/w of 
10 the toca^ awnnU o£ L-arginitie, polyvinyl pyn-olidona, 
. sotlium lauLyl sulfate ami purified water Vfhich 3« 
»j>rayed onto a roixl:nrc oC reicro(rcy«^al linu ^*(^llalo:^c cind 
9r>-0^w/w, ot> th<? total amovmt oi: !• aryi/iinc. The 
(otomlation tor pi^kiug the granui«tit>n hUH Lho fallowing 
1 !> conipo&ition V 

nig/t^biet 

povicJonc^ USF (t^lGsdontV K30) S.O 
codi.XJKi luuryl imlfate 0,3 
L arginine* WP/fcc t^O.O 
20 oraeprJ?3'^lc t usi? (?ni cD-oni z-ud) ' 1 D . D 

laicrocrysta I M ne c*<? M u I oh« (Avit::i?l^ PHI 02 1 24 , 7 
pvfjCled watefr «7f5P 

* 951 of the- patt iuJet' exhibit a jK»rt.ii?in oiate of l^iee tb^n IS »5i?>-»irwi 

2S Tabid tting * 

The cir/itiulstion i» tablctted into tiiblalia 
containing Klmg of oriicprw^olcs by t'jtTBt tnixiiig LhC 
OTttcprazole gr«rj«laa with sodjuro wV.arch ^lycolotye and 
theri with.glycoryl tnonoetearcite: 

30 on.repra7/ol e grajitilcis lOO.Orog 
glyceryl. »ODOstoarate ■(KA»r^4AK~ 60UP) S.Orog 
Bc>cliurn ulaxch glycol ate 5,0riig 

fabletting tool©: 0.2812'* 

35 target weight : 1*J0nig/tab 

tar-get bav.rlrjuiufci i 71^ 

LOD of gr3n»1efl z Icsis IhiuX 3t 
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Snbexic coating. 

The tafolet© wex*e coated v;ith the h^iii^ mihevT.c 
coi>t.lng wa^ Hi>L>'>.I«?<i to tJ)B tabXete in iixarople 2. 

dtraxjulatlcn . 

A gr?inuiation containing omeprazole ic formed in 
tJ>jl<l bed coater using a top Gpr<ty granulation forinijvi* 

10 UotAl ainonnt of L avi;*ininG, polyviwyl pyri.-olj<l<)ri«, 

HOtrujin laijxyl «»iiira(.» »ud puri£ic<l waliox which ra 
sprayKwi onto a <nlxture of ftncn-ocfyi?taT3 i)-te cellxiloce, 
croopovidone XL and 95,0**w/w ot l-.He hotel aioount of L- 
01*013113^0. 'it3e formulation for ro»kintj hhe gr^joulatioh ban 





mg/t ablet 


povidone, Uf^e (Flasdone*^ K30) 




polysorbate 60 




L. ar^cjinine, USP/PCC 


eo,o 


cjtRH|jL£:azolo , USP (raicronized)* 




cx"0£^^vldone XL 




microcryBt^ U ^ ne <.m*J IuIoj^d 




.p>ia"ified wutcx'/ USP 


n/a 


^ of Lliu parLlcletf eA3)il)lt «c particL^y £tl2& of leD0 Cbaa IS^ a\lcro)ls 


Tablobting. 




The granxil^tion ia LabiutLcfd 


into habl«t:B 


c^vitci i n 1 ri^ ?,Ontg of oii^prazole by fir 


Gt Toixincf the 


orheprawle <jr*/Jnu3od with cjlyceryl monoctcarate; 


omeprazole greuiulee 


117. 


glyceryl jnonostcarati;^ (tlAinMAN^ &00F) 




T**blc:ttintj toolG? o,:^ai2» 




Laix^ot w/ilght : i24TOg/tab 




target, hardneec ? 7Kp 




IiOD of gmnuleB ; lewrt l.liAxi a% 
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BDterio coating. 

The tab*«1:9 were c:oatert with hhe £;aree cntexic 
couI.Ijx^ t.luiL v/ad applied Lo tKc t^blcLu In Bx^ttiiple ? . 

The graaiilation ot Rxwple I pxap?ir«<l and 

t^HblQCtod into tablets contain iivj ;iO,Omg of otwprastolu. 
TheH^ tableLa were coated tollwB: 

ITnteric coating". 

All entci'io coasting v^e e»pplie<J to prepaire enteric 
CO<|1*ecl tffibAutu OB followu: 

15 oaiRprA2x>lc tablets 

(prepared above) 12(;.00ii»g 

EudragK'" L30I> 55 IV.OOrag 

2a IM NixOH {pH adjuster to pH 5.0)q3 na 

acetyl tributyi citrate l.70Tftg 

talc 3.80rag 

25 

polywrbaUe 80 l.SOtn^ 

Purified water qo na 

30 The coating polymer waa diDuted with water Jitnd U1h» 

other cxMiLiny matorialB were added- Thif> mixljue vaa 
coated onto the pnveprd^^lo tHblQt£i U£ilrtt| a perforated 
p»n. A £;eal coat was «ipplaert n^incj thp. procedure o£ 
Ejcaiai>le 1. 

3S While cerL£iin pi*i>f erred and alteriiative ecnboditnentB 

of Lho invention have be*%n ijet forth for puxpu&es of 
disclocing the tpv«iiLion, iiiodi£icati<m.? to the disclosed 
ewbodirae/iltf Ruay occur to those who are rkalled in the 
art, A<!<x>rdi)icfly, the appende^i clc^dras are intended to 

40 cover all embodiments of the inviinU-*oi) arid modi£i<:at3on» 
thereof >chic;h do not depart from thie JE;pirit and scope of 
the a Jiv e nt i on . 

11 



http://patents 1 .ic.gc.ca/cache/gif/0225 1 430dis.afp. 1 2.s0.25 .rO.gif 



12/2/2005 



Page i of 1 



PROPERTY OR FillViliSGrE Ifi CtAItffiD ARE bBPIN£J> AS FOU/OIPS: 

1i A $1:0^)1 A phariaaceutical <lo^tc\4i formulation for oral 
5 aciiaiiiiistxation consisting easentiel J.y o±*: 

(a) 9 t^blett^d rore con^^JstJ^g ij^t^enUaliy of b to 70 
v^.i^t p^irccnt based on the total >*e.ight of thd corft oC 
OTiepxazolej 0-1 La 5 w«i.cjhr. j>e»c:Bi)l l>di>ed on the total weight 
of t^e corft of a surface active agent, 25 to bO weight pGrc*uit 

10 based on the tol&l weJ^t of th^ core of y CiUer, 0,1 to 10 
io«j.t;ht: porcont based. on tbe toWJ xveight of the cqxo .<>f 
binder find 20 to' SO weight percent based on the total wei^t 
of the core of d phfirmaceutically acceptable alk;jiliA«% njqiaTitf 
v^i^xi^in the al^aJJn'e ©gent* tj^' r:ie looted from the group 

i5 coneisLing of lysine and arginlne; and 

(h) a coating layer isui rounding the core that consists of 
ati enteric coating oqt&nt, 10 to 50 v^eight pi>n:;ont basod on- th^ 
Local «aight of the cr^tijig i^yer of an ij>erL procet>&ing aid 
and 0 to ^0 weight percent based on the total v?c:ight of the 

?.» ct>ating layer of a plyiiUlo liter wherein 13nft coaling Inyfer i« 
applied dlcectly to the <»aepraable cr^ntaSuJng core vfttTiotit b 
{separating layer betweexj tJrxe oiu€?pra2alt> ccmtaining corf> and 
coating \j>Yiftr. 

?.S 2. A phrimiacouticai conipoeilion oi osDepca?.ole af? deCitied 

in f:lai]a 1/ wherein the alkuline accent is iirginino. 

. 3, ft phariaacGUtical coi^x^.'s i t>o/>. omeprdzole 05 dafinod 
in claim 1, viherei.n tiie entexic coating agent is selected Jfxcoa 
SO the gj.oui> consisting of ceillu.iose <*uhi;«i*.« phthalat^r 
hydroxypropyliaolhyl oellolot^tfi phtJialate, polyvinyl .acetate 
phi:hrilatc r C9 cboxyiaethyl ethyl eel lulose, and txt-po \ yioe cH J^ed 
methacryl.ic ucid/roothacrylic acid itiethyl estei^G^ 

35 A pliattaaceutical corupoi* i t i.ojj ot omHpXiizole aft defined 

Ih claiia 1 wheneln tha surface active agent is a «fKL'tuni Iriiiiyl 
3ulfato. 

12 
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5, A mothodt for prt^rJjitf <i stable oral pharjnacevtic^l 
dot>iX9i% forDiii3at.io/i wjijcb conaists essentially of: 

foinolnq a core consisting GiSHwt-i.al )y of S to 

fj 70 weight percent based on the total weifjht of the core ot 
o^oeipraEOie/ 0,1 to 10 %raight parc«nt baeed on the total weight 
of the core of a blfkcier, 2ti to ^0 weight percent based on thf? 
total weiqlit of Uk! core of a filler, 0,1 to 5 weight percent 
basQd on tbc total wfiic^t percent of the core of u smrface 
10 active ageht and ?.(y^i>i) vreight percent hytjed on the total 
wftighl of the cor^ of an ulValine agent wharf>in Uie a.thaline 
agent is selected from th« group consisting of 3yr>iue and 
axginine; and. 

(b) applying a coating layer to l.he. tablet corft thai. 

5 5 eurround« the tablet oor^. c»nd cons^ists of an ennerJc wating 
agent, 10 to 50 weight percent btf&ed oj> the total woltpiC. ot 
the coating layer of an inert pnxr^r^tjlfig aid and 0 to 40 
weight percent basc^ on the total weight of Che coating layer 
of a plasticir.er wherein the coating layer i^ i^ppMed directly 

20 Lo the fMHprar^ole contdialng Cablet core withoat o :u*pi<raliny 
layer between <Jie (iiueprriiolti T;oni,gjning tablet core ;irid 
coatj.ng itiynr, 

6» The dosage fbntuilation a^i defihe<1 in cla?jp 1 wherciri 
?5 tfte core consists easentialiy of 10 to 30 weight percent based 
upo» the CoChI weight of Uie core of ojiiepraEole; 0.20 to 2.0 
weight percent based upon the total weight of the core of the 
surf 906 active fi<|iF!i^t; 0,25 to 7,5 wetyht percent bosed upon 
the lot&I wet^itit of the coxe of the binder; 20 to 40 weight 
d percent based upon tho tot&l weight of the core of the filler 
and 30-55 weight percrent baaed upon the total weight of the 
core of the alkalinb agent. 

7* The dof?age forroulotion ao defined in claiiu 1 whertt^n 
\ the coating loy^r consists of 2p to 10 weight percent b.ised 
upon the total weight of the coating layer of the inert 
processing aid and 10 to 20 weight percent bo.ired UtKjn the 

13 
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total wiaight of the coating Jayer of the piasticizt^r- 

tlife Rfcj&thod aa d&finiad in clain) 5 w}i«>rf2tn the coec 
ironMrtts cissentiaily of lO to 30 weight i>ercont based upon tlio 
5 total weight, of t.he t:ore oT ootfipirazole; to 2.1) weight 

percent basect upon the tol.ai weiqJit oJ Dve core of the surface 
nctive aqciit; 0.25 to 7*5 weight percent basted upon Lot a I 

weight of the cote of the b Index? ?.0 to 40 weight percent 
based vptuk thtt total wi^lght of th& iTore of i.he riUer and 30^, 
10 55 weight percent based upon the total weight of the cor^ of 
the ^llcaline agent. 

\ 9* Th6 lwsthD<J as defined in c3airo 5 wherein the- coatJja a 

layer consists of 20 to 40 vxoight p<>rc^nt baf>e(l upon l.he l.6la{ 
ib weight ot tbe Ooattr*^ Idyei' of the .lrxei"C proceBsing aid and 10 
to 20 weight percent based upon the total v^cighl ol "t>ie 
coating Iriy^r of the plastici^er.. 
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